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(54) Title: PRAM (PEXOLB ONCE ■ DAILY DOSAGE 'FORM 

(57) Abstract: An orally deliverable pharmaceutic^; composition comprises « tberapcitiically effective amottnt of pramipexo le or a 
phaooaceudcaiiy acceptable salt thereof and at least one phanoaceitticaliy acceptable excipietHs, said composition exhibiting at least 
one of (at) an in vitro release profile wherein on average tto mote than about 20% or the ptatwipexole is dissolved within 2 hours after 
placement of the composition in a standard dissolution test; and (h> an in vivo pramipexole absotption profile following single dose 
administration to healthy adult humans wherein the lime to reach a mean of 20% absorption is greater than abowt. 2 hours and/or the 
lirric to reach a mean of 40'* j*Kacpftt)0 ;s greater than about 4 honnc Use composition is rtseioj tor imp adiirtdst ration, not more 
than once daily, to a subject having a condition or disorder for which a dopamine receptor agonist is indicated. 
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PRAMIPEXOLS ONCE-DAILY DOSAGE FORM 

FIELD OF THE INVENTION 
100011 The present invention relates to plmrmacentical formulations of the dopamine 
receptor agonist pramipexoie, and more particularly to sustained-release dosage forms 
suitable tor once-daily administration of prarrnpexole. 

BACKGROUND OF THE INVENTION 
[0002] Pramipexoie (I) is a dopamine Dj receptor agonist useful in treatment of 
Parkinson's disease. Pramipexoie as its dihydroehloride salt is eomiriereially available as 
Mirapex® tablets of Pharmacia & Upjohn. These are immediate-release tablets in 0.125 
mg, 0,25 mg, 0.5 mg, 1.0 mg and 1.5 mg strengths, designed for oral administration o f a 
single tablet three times per day to provide a daily dose of 0.375 to 4,5 mg. See 
Physicians ' Desk Reference 57th edition (2003), 2768-2772. Doses herein are expressed 
in amounts of pramipexoie dihydroehloride monohydrate unless otherwise specified; 1,0 
mg pramipexoie dihydroehloride monohydrate is equivalent to about 0.7 mg pramipexoie 
base. 




[0003] A three times daily dosing regimen for immediate-release pramipexoie 
dihydroehloride tablets is well tolerated, but patient compliance would be much improved 
if a once-daily regimen were possible. In this regard, if will be noted that the primary 
indication for the drug, Parkinson's disease, is an affliction that becomes more prevalent 
with advancing age and is often accompanied by decline in memory. A once-daily 
regimen would be especially useful in enhancing compliance among elderly patients. 
£0004] In common with other anti-Parkinson's disease drags, pramipexoie has 
potential to cause undesirable side effects. Side effects of pramipexoie have been 
reported to include orthostatic hypotension, the incidence of which is dose-related. There 
are also reports of subjects on pramipexoie medication experiencing increased 
somnolence, in particular "sleep attacks". Such attacks involve a subject felling asleep 
while engaged in activities of daily living, including operation of a motor vehicle, 
sometimes resulting in accidents. Development of a new once-daily dosage form of 
pramipexoie must take into account the potential to cause such side effects, so that the 
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new dosage form, administered once daily, can be tolerated at least as well as the present 
immediate-release tablet foimilation, administered three times daily. 
|O0O5] It is aii objeet of the present invention to provide a once-daily dosage form of 
praraipexofc suitable for oral administration. It is a further object to provide such a 
dosage form having potential for side effects no greater than a three times daily regimen 
of pramipexole immediate release tablets. It is a still farther object to identify an in vitro 
release profile that would be characteristic of a well tolerated once-daily dosage form of 
pramipexole, It is a still further objeet to identify an in vivo pharmacokinetic (PK) profile 
that wo uld be c onsistent with good therapeutic efficacy while not causing an unacceptable 
incidence or severity of side effects. It is a still further object to provide exemplary 
dosage forms exhibiting such an in vitro release and/or in vivo PK profile. 
I0006J Sustained release formulations of many drugs have been described in the 
literature. For example, U.S. Patent No. 6,1 97339 discloses a sustained-release tablet 
comprising (&)-5,6-dmydro-5-(methyte»^ 

(Z)-2-butenedioate (1:1) (the dopamine D 2 receptor agonist sumanirole maleate) in a 
matrix comprising hydroxypropylmethylcelhilose (HPMC) and starch. The tablet is 
disclosed to be useful in treatment of Parkinson's disease, Starches disclosed to be 
suitable therein include pregeiatinized starch. 

|0007j| "U.S. Patent No, 5,458,887 discloses a controlled-release tablet comprising an 
osmotic core that consists of a drug in admixture with a water-swellable component such 
as HPMC or polyethylene oxide, and a coating that comprises a water-resistant polymer 
and a minor amount of a water-soluble compound that acts as a pore-former, Upon 
formation of pores in the coating by dissolution of the water-soluble compound, the 
water-swellable agent is said to expand the core and provide a drug-rich surface hi contact 
with gastrointestinal fluid. 

|0008] U.S. Patent No. 5,656,296 discloses a dual control sustained-release 
formulation comprising a core that comprises a drug and a low inciting point excipient, 
and a coating layer over the core that comprises a pH-indepeudent water-insoluble 
polymer and a water-soluble film-forming polymer, 

10009] European Patent Application No. EP 0 933 079 discloses a starch said to be 
suitable for preparing tablets having high hardness yet being capable of rapid 
disintegration in an aqueous medium Tensile strength of the finished tablets is calculated 
from the hardness. 
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[0010] Hubble el at (1995), Clinical Neuropharmacology 1 8(4), 338-347, described 
efficacy, safety, tolerabffity and pharmacokinetics of pramipexole administered three 
times a day in patients with early Parkinson's disease. A review of pramipexole me in 
management of early and advanced Parkinson 's disease has been published by Dooley & 
Markham (1998), Drugs & Aging 12(6), 495-514. No disclosure is made therein of once- 
daily administration or sustained-release tbrmnlation of pramipexole. 
100111 More recently, Biglan & Holloway (2002). Expert Opinion on 
Pharmacotherapy 3(2), 197-210, reviewed pramipexole and its clinical utility in 
Parkinson's disease and noted that daily dosing with Mirapex® tablets is recommended m 
patients with impaired renal function, as evidenced by creatine clearance of 1 5-34 
nil/minute. They also indicated that while dopamine receptor agonists generally haw 
been associated with orthostatic hypotension, pramipexole does not appear to cause this 
complication any more than placebo in randomized controlled trials. It is reported 
therein, however, that evidence horn such trials supports increased incidence of 
somnolence in patients receiving pramipexole in early Parkinson's disease. 
10012] Steady-state PK. properties of pramipexole, administered three times a day in 
the form of pramipexole dihydrochloride tablets, were reported by Wright ei al (1997), 
Journal of Clinical Pliarmacology 37, 520-525, who concluded that steady-state PK 
characteristics were linear" up to a daily dose of 4,5 mg, for both men and women. 
[0013] "Patents and publications cited above are incorporated herein by reference. 

SUMMARY OF THE INVENTION 
|0014] There is now provided an orally deliverable pharmaceutical composition 
comprising a therapeutically effective amount of pramipexole or a pharmaceutically 
acceptable salt thereof and at least one pharmaceutically acceptable exeipient, said 
composition exhibiting at least one of (a) an in vitro release profile wherein on average no 
more than about 20% of the pramipexole is dissolved within 2 hours after placement of 
the composition in a standard dissolution test; and (b) an in vivo pramipexole absorption 
profile following single dose oral administration to healthy adult humans wherein the 
time to reach a mean of 20% absorption is greater than about 2 hours and/or the time to 
reach a mean of 40% absorption is greater than about 4 hours. 
10015] There is further provided a method of treatment of a subject having a 
condition or disorder for which a dopamine receptor agonist is indicated, the method 
comprising orally administering to the subject, not more than once dally, an orally 
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deliverable pharmaceutical composition eon^rking a therapeutically effective amount of 
pramipexole or a phaxmaceirtieally acceptable salt thereof and at least one 
pharmaceatically acceptable exeipient, said composition exhibiting at least one of (a) an 
in vitro release profile wherein no more than about 20% of the pramipexole is dissolved 
within 2 ho ws after placement of the composition in a standard dissolution test; and (b) 
an in vivo pramipexole absorption profile following single dose oral administration to 
healthy adult humans wherein the time to reach a mean of 20% absorption is greater than 
about 2 hours and/or the time to reach a mean of 40% absorption is greater than about 4 
hours, 

[0016] There is still further provided a process for selecting a formulation of 
pratnipexoie or apharmaeeutieally acceptable salt thereof suitable for sustained-release 
oral delivery of pramipexole. According to a first embodiment, the process comprises 
placing a candidate formulation in a disso lution medium under conditions of a standard in 
vitro dissolution test, wherein if on average no more than about 20% of the pramipexole 
is dissolved within 2 hours after placement of the candidate formulation in the dissolution 
medium, the candidate formulation is deemed suitable for selection. According to a 
second embodiment, the process comprises conducting a standard pharmacokinetic study 
following single dose oral administration of a candidate formulation to healthy adult 
humans and deriving an in vivo pramipexole absorption profile from said study, wherein, 
if the time to reach a mean of 20% absorption is greater than about 2 hours and/or the 
time to reach a mean of 40% absorption is greater than about 4 hours, the candidate 
formulation is deemed suitable for selection 

|0017] The term "orally deliverable" herein means suitable for oral, including peroral 
and infra-oral (eg. s sublingual or buccal) administration, but compositions of the present 
invention are adapted primarily for peroral administration, i.e. , for swallowing. Where 
the composition is in the form of a discrete solid article such as a tablet or capsule, it is 
typically swallowed whole or broken, with the aid of water or other drinkable fluid. 
[0018] A "therapeutically effective amount" of pramipexole herein is a daily dosage 
amount that, when administered as part of a regimen, provides therapeutic benefit in 
treatment of a condition or disorder for which a dopamine receptor agonist is indicated. 
Suitable amounts per dose are likely to be found in a range from about 0.1 to about 10 
rag, preferably about 0.3 to about 5 rag, for example about 0.375, 0.5, 0.75, 1 .0, .1 .5, 2,0, 
3.0 or 4,5 rag, expressed as pramipexole dihydrocMoride monohydraie equivalent, 
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|0019] A "standard dissolution test" herein is a test conducted according to United 
States Pharmacopeia 24th edition (2000) (USP 24), pp. 1941-1943, using Apparatus 1 
described therein at a spindle rotation speed of 100 rpm and a dissolution medium of 
Q.05M phosphate buffer, pH 6.8, at 37 a C, or other test conditions substantially equivalent 
thereto, 

[9020] In vivo "absorption" herein refers to the percentage of pramipexole that enters 
the bloodstream, as conventionally calculated from data of a standard PK study involving 
oral administration of a single dose of pramipexole. It will be understood that PK data 
are subject to the usual variation seen in biological data, thus the absorption percentages 
specified above are means from a population, typically at least about 8 in number, of 
individual healthy adults in accordance with standard statistical practice, 
[0021] A "subject" herein is an animal of any species, preferably mammalian, most 
preferably human. Conditions and disorders in a subject for which a dopamine receptor 
agonist is said herein to be "indicated" are not restricted to conditions and disorders for 
which a dopamine receptor agonist has been expressly approved by a regulatory 
authority, but also include other conditions and disorders known or believed by a 
physician to be amenable to treatment with a dopamine receptor agonist, 'Treatment" 
herein embraces prophylactic treatment unless the context requires otherwise. 
[0022] Compositions of the invention exhibit a number of surprising and unexpected 
features and benefits. 

[0023] First, sustained-release dosage forms are typically sought where it is desired to 
enable longer time intervals between dosing of a drug having a short half-li fe in plasma, 
due for example to rapid metabolism, excretion or other routes of depletion. Among 
drags used to treat Parkinson's disease, levodopa is a well-known example, having a short 
elimination half-life (T j«) of about 1.5 hours. See Colosimo & De Michele (1999), 
European Journal of Neurology 6(1), 1-21 . By contrast, pramipexole has a T m of about 
9 to about 14 hours, depending on the particular study, and would not on this ground be 
expected to require special attention to formulation to enable once-daily dosing. 
[0624] Second, pramipexole, at least in the form of its ^hydrochloride salt, has high 
solubility in water (about 200 mg/ml at 20-25 t> C). Highly water-soluble drags are 
typically difficult to formulate in sustafeed-release form, because of the tendency of the 
drag to rapidly leach out of the dosage form upon exposure to an aqueous medium such 
as gastrointestinal fluid. 
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|0025] Third, as demonstrated herein, pramipexole dosage forms having very similar 
in vitro release profiles, as characterized by standard parameters such as time to reach 
50% or 80% dissolution, can, as demonstrated heresy have in vivo PK profiles that differ 
k very meamngfel ways. Differences in PK profile between dosage forms having similar 
50% and 80% dissolution times in an in vitro test can define the difference between a 
dosage form that meets the criteria of the present invention and one that does not. 
|0O26J This last finding is especially unexpected in light of a close in vitro/in vivo 
correlation that is evident for individual dosage forms, as demonstrated herein. It is 
surprisingly found feat data for early time points (up to about 2 hours) and/or initial 
dissolution rates (up to about 20% dissolution) hi the in vitro test described herein are 
indicative of a PK profile consistent with the present invention. Thus a pramipexole 
composition exhibiting no more than about 20% dissolution at a 2 hour time point in the 
in vitro test is strongly indicative of a desirable in vivo PK profile, whereas one exhibiting 
faster early dissolution, even if 50% and 80% dissolution times are no different, is not so 
indicative, 

[Q027| These and other features, benefits and advantages of the invention will be 
apparent from the disclosure that follows. 

BRIEF DESCRIPTION OF THE DRAWINGS 
[00281 ' Fig. 1 is a graph showing in vitro dissolution profiles of three different 0.375 
mg sustained-release tablet formulations of pramipexole dihydrochloride monohydrate, as 
more fully described in Example 6. 

[0029] Fig. 2 is a graph from a human PK study showing time course of mean plasma 
praffiipexole concentration following oral adnrinistration of 0.375 mg pramipexole 
dthydrochJoride monohydrate, either as a 0.125 rag immediate-release tablets 
administered three times at 8-hour intervals or as a single 0,375 mg dose of each ofthree 
different sustained-release tablets, as more felly described in Example 7. 
[0030] Fig, 3 shows in vitro/in vivo correlation for the pramipexole dihydrochloride 
tablets of Example 1, 

[0031] Fig. 4 shows in vitro/in vivo correlation for the pramipexole dihydrochloride 
tablets of Example 2. 

[0032] Fig. 5 shows in vitro/in vivo correlation for the pramipexole dfeydroehloride 
tablets of Example 5. 
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DETAILED DESCRIPTION OF THE INVENTION 
[0033} In one embodinient., a praniipexole coniposiiioft of the invention exhibits at 
least one of the following; 

(a) an in vitro release profile wherein on average no more than about 20% of the 
prainipexole is dissolved within 2 hours after placement of the composition in 
a standard dissolution test: and 

(b) an in vivo pramipexole absorption profile following single dose oral 
administration to healthy adult humans wherein the time to reach a mean of 
20% absorption is greater than about 2 hours and/or the time to reach a mean 
of 40% absorption is greater than about 4 hours. 

[00341 Accordingly, in a particular embodiment the composition satisfies at least the 
in vitro test set forth in (a) above. 

[0035} In another particular embodiment the composition satisfies at least the in vivo 
test set forth in (b) above, 

|0036| To satisfy the in vitro test, on average no more than about 20% of the 
prannpexoie initially contained in the composition must dissolve within 2 hours after 
placement in a dissolution test conducted according to USP 24 using Apparatus 1 at a 
spindle rotation speed of 1 00 rpm and a dissolution medium of 0.05M phosphate buffer, 
pH 6,8, at 37 a C, or in a substantially equivalent test. Preferably no more than about 12% 
of the pramipexole dissolves within 1 hour in such a test. Time to reach 50% dissolution 
is preferably at least about 4 hows, more preferably at least about 6 hours. Time to reach 
80% dissolution is preferably at least about 8 hours, more preferably at least about 12 
hours. 

[0037] To satisfy the in vivo test, a single-dose PK study in healthy adult human 
subjects must provide data consistent with an absorption profile wherein, at a time point 
about 2 hours after administration, mean absorption has not yet reached 20%, and/or at a 
time point about 4 hours after admhvistration, mean absorption has not yet reached 40%. 
Preferably the time to reach a mean of 40% absorption is at least about 5 hours, more 
preferably at least about 6 hours, 

[0038] It is preferred that the composition, when administered once daily, exhibit a 
bioavailability, as expressed conventionally by AUCms or AUCtw> s that is substantially 
equivalent to the same daily dose of an immediate-release pramipexole dahydrocMoride 
reference formulation, for example Mirapex® tablets, administered three times a day. In 
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the present context, 'Substantially equivalent" means that the bioavadabllity of such a 
preferred composition is about 0.8 to about 1,25 times that of the reference formulation. 
[00391 I* is preferred that the composition, following single dose admkistratkm of 
0.375 mg (expressed as praraipexole dihydrocMoride monohydrate equivalent), exhibit a 
maximum plasma concentration (C^s) of prannpexole that is not greater than about 0.3 
ng/ml Where a higher dose is administered, the preferred upper limit of CW is 
proportionately greater, it being known that pharmacokinetics of pramipexole are 
substantially linearly dose-related up to a daily dose of 4.5 rag. Wright et al (1997), op, 
tit, 

[0040] It is preferred that the composition, following single dose administration, 
exhibit a time to reach maximum plasma concentration (T^) of pramipexole that is at 
least about 6 hours, preferably at least about 8 hours. 

|0041I It. is especially preferred that the composition exhibit a PK profile consistent 
with steady-state plasma concentrations having a fluctuation ratio that is not substantially 
greater than that of the reference formulation as defined above. Fluctuation ratio (FR) is 
defined by the following equation: 

FR. ~ (CnjHx — Gffifej) / Cavg 

where Qna X) Cmia and Cava are maximum, minimum and average plasma concentrations 
respectively. 

[0042] Preferably the PK study used to generate the parameters specified above for a 
candidate composition is conducted according to a protocol that is generally accepted in 
the art. Preferably at least 6, more preferably at least 8, most preferably at least 10 
subjects are enrolled in the study and receive the candidate composition. 
|0043] A composition having the in vitro release and. or in vivo PK parameters 
specified above is advantageous in having reduced potential to cause undesirable side 
effects that may be related to a combination of high Cob* and short TW, by comparison 
with other once-daily dosage forms. Preferably the incidence of side effects is no greater 
than with an immediate-release dosage form such as Mirapex® tablets administered in a 
three times daily regimen. More preferably, the incidence of side effects is even lower 
than with such an immediate-release regimen. It is contemplated that these advantages 
become more pronounced with increase m daily dosage. 

[0044] A composition of the invention comprises pramipexole or a pharmaceutically 
acceptable salt thereof, in a iherapeuticaEy effective daily dosage amount. It will be 
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understood that mention of pramipexoie or another active pharmaceutical agent herein 
embraces racernates, enantiomers., polymorphs, hydrates and solvates thereof. 
Praniipexote is used preferably in the form of its S-enantiomer, (S)-2-aiiiiiio-4 ; 5 ) 6 J 7~ 
tetj-a1aydro-6-(propylanimo)-benzotMazole, 

|00451 it is preferred to use a salt of pramipexcle, especially a salt exhibiting 
moderate to high solubility in water. Illustrative salts include those prepared using the 
following acids: hydrochloric, hydrobromic s hydroiodic, phosphoric, sulfuric, 
methaaiesulfonic acid, ethanesidfonic, 2~hydroxyethanesulfonic, benzenesulfonic, 
/>-hydroxybenzoie, toluenesulforhe, formic, acetic, propionic, benzoic, anthranilic, 
tartaric, rualeic, malic, citric, isocitric, succinic, ascorbic, lactic, glycoKc, gluconic, 
glucuronic, pyruvic, oxaloacetic, fumaric, aspartic, glutamic, stearic, salicylic, 
phenylaceik, mandeiie, pamoic, pantothenic, sulfanilic, cyclohexykminostdfonic, 
adgenic, p-feydroxybutyric, galaetaric and galacturonic acids. 

{0046] A. preferred salt of pramipexole is the dihycfrocMorids salt, most preferably in 
the form of the monohydrate. 

[6047] Praniipexole and salts thereof, including the ^hydrochloride sail, useful herein 
can be prepared by processes known per se, including processes disclosed in patents and 
other literature pertaining to praniipexole. 

J 0048] The composition can take any form suitable for oral administration, but is 
typically formulated as a discrete solid dosage unit such as a tablet or capsule, wherein 
the pramipexoie or salt thereo f is present as solid particles, and is formulated together 
with one or more pharmaceirtically acceptable excipients. Tire excipients are selected in 
pail to provide a release profile and/or PK profile consistent with those defined above. 
[0049] The amount of pramipexoie present in a composit ion of the inventio n is 
sufficient to provide a daily dose in one to a small plurality, for example one to about 4, 
of dosage units to be administered at onetime. Preferably the full daily dose is delivered 
in a single dosage unit. An amount of about 0.1 to about 10 nig per dosage unit, or about 
0.05% to about 5% by weight of the composition, will generally be suitable. Preferably 
an amount of about 0.2 to about 6 mg, mote preferably an amount of about 0,3 to about 5 
mg, pramipexoie per dosage unit is present. Specific amounts per tablet contemplated 
herein include 0.375, 0,5, 0,75, 1,0, 1.5, 3,0 and 4.5 mg pramipexoie dihydrochloride 
monohydrate, 

[0050] The particular formulation selected for the pramipexoie is not critical so long 
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as it achieves a release and/or PK profile as defined herein. Such a profile can he 
achie ved using one or more release-modifying means. Illustratively, release-modifying 
means suitable for use in a composition of the invention include a polymer matrix 
wherein the pramipexole is dispersed; a release-control'hrig layer or coating sorroundmg 
the whole dosage unit or prannpexole-contahiing particles, granules, heads or zones 
within the dosage unit; and an osmotic pump. 

f 005 1 1 In one embodiment, the composition takes the form of a tablet comprising 
pramipexole or a salt thereof, dispersed in a matrix comprising a hydrophilic polymer and 
starch. Preferably the starch has a tensile strength of at least about 0.15 KN cm" 2 at a solid 
fraction representative of the tablet, for example about 0.75 to about 0.85. ihtistratively 
0.8. 

[0052) Hydrophilic polymers useful according to the present embodiment are 
pharmaeeuticaliy acceptable polymeric materials having a sufficient number and 
distribution of hydrophihc substituents such as hydroxy arid carboxy groups to impart 
hydrophilic properties to the polymer as a whole. Suitable hydrophilic polymers include, 
without limitation, methylcellulose, HPMC (hypromellose), carmellose sodium (sodium 
earboxymethylcellulose) and carbomer (polyacrylic acid). More than one such polymer 
can optionally be used. 

10053] HPMC is a preferred hydrophilic polymer. V arious types and grades of 
HPMC are available. In one embodiment HPMC type 2208, preferably meeting 
specifications set forth in a standard pharmacopeia such as USP 24. is used. HPMC type 
2208 contains 19-24% by weight mcthoxy and 4 -12% by weight hydroxypropoxy 
substituents. Especially suitable HPMCs have nominal viscosity ranging from about 100 
to about 10,000 mPa s; illustratively a suitable HPMC type 2208 is one having a nominal 
viscosity of about 4,000, with a measured viscosity of about 3,000 to about 5,600 mPa s. 
Such an HPMC is available, for example, as Methocel® K.4MP from Dow Chemical Co., 
■ and substantially equivalent products are available from other manufacturers. 
[00S4] The amount of hydrophilic polymer in the composition depends on the 
particular polymer selected, on the active pharmaceutical agent and on the desired 
sustained release profile. Typically, however, the hydrophilic polymer is included in an 
amount of about 20% to about 70%, preferably about 30% to about 60% and more 
preferably about 35% to about 50%, by weight of the composition. In the illustrative case 
of HPMC type 2208, a suitable amount will generally be found in the range from about 
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30% to about 60%, preferably about 35% to about 50%, for example about 40%, by 
weight of the composition. 

[0055j It is believed, without being bound by theory, that the hydropMUc polymer 
functions to provide extended or sustained release of the pranaipexole, for example by 
gradual dissolution or erosion of the polymer in the gastroktestinal tract. 
\QQ5€ j Starches useful herein include starches fiom airy suitable botanical source, for 
example com, wheat, rice, tapioca, potato, em. Preferred starches have a relatively high 
ratio of amyla se to aniylopectin, containing for example at least about 20%, more 
preferably at least about 25%, amylose. Especially preferred is pregekttnized starch, 
which is a type of modified starch that has been processed to render the starch more 
ffowable and directly compressible. Partially or wholly pregelatinized starches can be 
used. 

(0957J It is believed, without being bound by theory, that the primary function of the 
starch in a composition of the present embodiment is as a binding agent. A starch 
meeting the preferred tensile strength criterion defined herein is sometimes referred to 
herein as a "super binder", 

J 0058} Hie amount of starch in a composition of the pre sent embodiment is typic ally 
higher than is conventionally present as a binder in tablet formulations. Suitable amounts 
will generally be found in the range of about 25% to about 75% by weight Preferably the 
amount of starch is about 40% to about 70%, more preferably about 45% to about 65%, 
for example about 50%, by weight of the composition. 

{9059 j Tensile strength of a starch sample can be measured by any suitable test. 
Illustrative test procedures are described by Hiestand & Smith (1984), Powder 
Technology 38, 145-1 59, and by Hiestand & Smith (1991), International Journal of 
Pharmaceutics 67, 231-246, these articles being incorporated herein by reference. 
[0060] An example of a tensile strength test that can be used (herein referred to as a 
*triaxial tensile strength test") requires preparation of a series of compacts of the starch 
sample, followed by determination of tensile strength of the compacts using a 
computerized multifunction tablet tester (MTT). The compacts are prepared with various 
degrees of compression force to provide compacts baying a range of solid taction. As a 
sustained release tablet formulation typically has a solid fraction of about 0,8, it is useful, 
to prepare compacts approximating such a solid fraction. 

(0061] Absolute density of the starch sample can be determined using a helium- air 

n 



WO 2004/010999 



PCT7US2003/023522 



pycnonieier, 

[0062) A conitputer~contro31ed triasM tablet press is used to prepare the compacts. 
Voltage output from the punch and die load cells of the tablet press are first zeroed. The 
punch and die are lubricated with magnesium stearate powder and the die assembly is 
placed in the press. Compression and decompression parameters are selected on the 
computer. The desired amount of starch to be compacted is weighed and poured into the 
die cavity. The resulting powder bed is leveled, with a spatula. The punch is inserted into 
the die and the computer-controlled compression/'deeompression cycle is started. 
|0t)63 J Just prior to the end of the compression phase, thickness of the compact as 
measured by LVDT is recorded. At the end of the compression phase, the final 
compression force as measured by voltage of the punch load cell is recorded. 
[0064] At the end of the decompression phase, the punch and die rams are retracted. 
The compact is removed from the die and inspected for defects, such as cracking or 
sticking. Cracking can be reduced by increasing decompression time. If the compact is 
free of defects, its length, width, thickness and weight are measured to enable calculation 
of apparent density. Solid fraction is calculated by dividing absolute density by apparent 
density. 

[0065] In preparation of the MTT for tensile strength determmation, a miitable 
software program is run. The platen is screwed to the load cell of the MTT and the 
tensile strength assembly is slid into the MTT opposite the platen. The load cell signal is 
monitored via the computer and the zero offset on the signal conditioner is adjusted to 
provide a positive baseline voltage as close as possible to zero. A forward velocity is 
selected that will generate a time constant of approximately 15 seconds (usually the 
velocity selected will be about 0,8 to about 1,2 rams* ). 

[00663 The compact to be tested is place d in the ho lder of the tensile strength 
assembly. The motor is initiated via the computer, driving the platen toward the compact 
until the surface of the compact is detected, and stopping the platen a few millimeters 
from the compact. The oscilloscope is triggered, to record the force applied to the 
compact, and the motor is restarted. Hie platen is driven into the compact until a crack is 
detected, either by sight or by sound, and the motor is immediately reversed. 
[0067} Peak force is recorded from the oscilloscope trace. Tensile strength is 
calculated from the peak force using appropriate computer software. 
10068] From se veral runs using compacts at a range of solid fractions around 0.8, data 
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are plotted and tensil e strength at a solid faction of 0,8 is estimated. If the tensile 
strength at a solid fraction of0.8 is about 0. 15 kN cm 2 or greater, the starch sample is 
deemed to be suitable for use m preparing a composition according to the present 
embodiment of the invention. 

|0069J K has now surprisingly been discovered that a much, simpler test, one that is 
more amenable to implementation in a manufacturing setting, can be used to estimate 
tensile strength of a starch sample, in particular to determine whether the starch sample 
has a tensile strength of at least about 0.15 fcN cm" 2 at a so lid fraction representative of a 
desired sustained-release tablet 

[0070] According to this test, compacts of the starch sample are prepared on a 
standard automated tablet press under a range of compression forces. For example, a 
Carver press (e.g., Mode! 3888.1DT0000) fitted with flat-faced tooling of suitable 
diameter (e.g. , 10/32 inch or about 0.7 cm for a 300 rag compact), operated at 
compression forces of about 4 to about 16 fcN (about 900 to about 3600 Ibf) for a dwell 
time of at least about 4 seconds has been found to give satisfactory results. Illustratively, 
such compacts can be prepared at 1000, 1500, 2000 and 3000 Ibf (4.45, 6,67, 8.90 and 
13.34 kN). Preferably a dwell time of at least about 10 seconds, more preferably at least 
about 30 seconds, still more preferably at least about 60 seconds, is used. Illustratively, a 
dwell time of 90 seconds has been found to give satisfactory results. Weight, diameter 
and thickness of each compact are measured accurately (alternatively, diameter can be 
assumed to equal, that of the tooling) to enable calculation of apparent density and hence 
solid fraction, absolute density having been measured as described above, for example by 
helium-air pyenometry, 

[0071] Hardness of each compact thus prepared is then determined by any suitable 
tablet hardness test, for example using a Key HT 500 hardness tester. Hardness is a 
measure of the force required to cause crushing of the compact, and is typically expressed 
in units such as kiloponds (hp) or Strong-Cobb units (SCU). A hardness of about 10.2 kp 
or about 14,4 SCU corresponds to a force of 0,1 kN. 

f 0072] For present purposes it is considered that crushing strength o f the comp act is 
equivalent to tensile strength. Thus tensile strength (or, m kN cm" 2 ) can be calculated 
from the equation 

c*»2F/*DH 

where F is the force required to cause crashing (in fcN), D is diameter of the compact (in 

13 



WO 2004/010999 



PCT7US2003/023522 



cm) and H is tMckness of the compact (in cm) . For example, a compact o f diameter 0.7 
cm and thickness 0.4 cm having a hardness of 20 SCU (equivalent to a force of 0.139 fcN) 
has a calculated tensile strength of 0,3 16 fcN cm'", 

f 0073 ] The relationship between tensile strength and solid fraction is next established 
for the starch sample. This can be done by plotting data for tensile strength and solid 
fraction on a graph (solid fraction tends to increase with increasing compression force 
during preparation of the compact) or by performing a regression analysis. From that 
relationship, tensile strength at a standardized value of solid fraction can he estimated. 
The standardized value selected is one that is representative of the solid fraction of a 
desired sustained-release tablet, eg-., 0.8. 

[00741 Where the material of the compact is pregelatinized starch, it has been found 
mat tensile strength as determined in a simple test as described immediately above is 
surprisingly close to a "true" tensile strength measurement as determined by the trkdal 
tensile strength test method previously described, which in turn is essentially similar to 
medio ds known hi the art such as that disclosed by Hiestand & Smith (1984), op. ciL 
[0075] It has also been found that a longer dwell time (e.g. , 90 seconds) in the test 
method of the present invention gives a better correlation with triaxial tensile strength 
than a very short dwell time (e.g., 4 seconds). See Example 1 below and. Figs. 1 and 2, 
[00761 An especially preferred starch has a tensile strength of at least about 0, 1 75 fcN 
cm* 2 , even more preferably at least about 0.2 fcN em' 2 , at a solid fraction representative of 
a desired susta ined-release tablet, 

{0077J Even among commercially available pregelatinized starches, the preferred 
type of starch for use in a composition of the present embodiment, considerable variation 
exists in tensile strength. Pregelatinized starches not meeting the tensile strength criterion 
established herein are not readily identified without testing, for example by a method a.s 
disclosed above. Such pregelatinized starches are generally unsuitable for commercial- 
scale manufacture of a sustained-release maim, tablet formulation of pramipexole, 
because of a problem as set forth immediately below. 

[0078} An uncoated tablet, or a tablet core prior to coating, comprising starch and a 
hydropMlic polymer acting as a matrix tor a water-soluble drug or prodrug requires to 
have a certain minimum hardness in order to be able to resist breakage and/or attrition 
due to mechanical stresses imposed during a high-speed tableting operation (including all 
steps up to and including filling of the tablets into containers). The minimum acceptable 
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hardness will depend on a number of factors, including the severity of the mechanical 
stresses, but is typically at least about 20 SCO, preferably at least, about 22 SCU, more 
preferably at least about 24 SCU (about 17 kp). 

f 0079J Hardness can be increased by increasing the compression force applied by the 
tablet, press, but only up to a cert ain level. At least in the case of tablets as described 
herein, above a certain compression force, further increases in compression force give 
little or no further increase in tablet hardness. There is, in other words, a maximum 
hardness achievable by compression of a particular starch/hydrophihc polymer/active 
agent composition. A starch providing a maximum hardness inadequate to withstand the 
mechanical stresses of a high-speed tableting operation is unsuitable for the present 
purpose. As shown in Fig. 3, certain pregelatinized starches have been found to provide a 
maximum hardness of 20 SCU or less; these are now identified as starches having low 
tensile strength (0.1 kN cm" 2 or less according to the test method of the invention utilizing 
a dwell time of 90 seconds). 

[00801 Even if a maximum hardness of at least about 20 SCU is achievable, with a 
starch of low tensile strength it may be achievable only by use of extremely high 
compression forces. A requirement for such forces reduces speed and efficiency and 
increases cost of a tableting operation and is undesirable for these reasons. 
[0081] Where tablets are to be subjected to an additional process step after 
compression, in particular a coating step, exposure to mechanical stresses is greatly 
increased According to a preferred embodiment, therefore, the sustained-release tablet of 
the invention further comprises a coating. 

[0882] Particularly for a highly water-soluble salt such as pramipexole 
dihydrochloride, a hydrophilic polymer matrix is often inadequate to provide sustained 
release of sufficiently long duration to permit once daily administration. It is belie ved 
that such a salt is readily leached out of the hydrophilic matrix when contacted by an 
aqueous medium such as gastrointestinal fluid. It is therefore desirable to further slow the 
process of drug release by providing a release-controlling coating around the tablet. Such 
a coating typically comprises a hydrophobic or water-insoluble polymer component such 
as ethylcellulose together with a hydrophilic or water-soluble pore-forming component 
such as HPMC, 

[00831 Where a starch is used having a tensile strength of at least about 0. 1 5 kN cm" 3 , 
preferably at least about 0.175 kN an 4 , more preferably at least about 0.2 kN cm" 2 , at a 
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solid fraction representative of the tablet (g.g. } about 0.75 to about 0,85), the composition 
is found to be especially suited to a high-speed tableting operation that includes a step of 
coating the tablet with a release-controlling layer. 

|0084] Alternatives to ethylcelltilose and HPMC as components of a release coating 
layer include other eelluiosic polymers (e.g., rnethyleellulose, hydtmypropyleellulose, 
hydroxyethyleelfniose, carboxyme&ylceflatose sodium, cellulose esters such as cellulose 
acetate, etc), polyvinyl acetate, polyvinyl pyrrolidine, polymers and copolymers of 
acrylic acid and methacrylic acid and esters thereof polyethylene glycol, carrageenaa and 
other pirns, and the like, 

[0085] A release-controlling layer, if present, typically constitutes about 1% to about 
15%, preferably about 2.5% to about 10%, by weight of the tablet as a whole. The 
hydrophobic or water-insoluble annponent, preferably comprising ethylcelltilose, 
typically constitutes about 1% to about 10%, preferably about 2% to about 7%, by weight 
of the tablet as a whole. The pore-forming component, preferably comprising HPMC, is 
typically present in an amount of about 5% to about 50%, preferably about 10% to about 
40% , by weight of the water-insoluble or hydrophobic component. 
10086] The coating, if present, can optionally contain additional pharmaceutieally 
acceptable excipients such as plasticizers, dyes, etc. 

|0087] Illustratively, a release-controlling layer in an amount of about 2,5% to about 
5% by weight of the tablet, core (i.e. s the tablet weight excluding the coating) comprises 
an ethylcellulose-based. material (e.g., Surelease© of Coloreon) and an RPMC-based 
pore- forming material (e.g. , Qpadry® of Colorcon) in a weight ratio of about 3 : 1 to about 
4:1. 

{0088] A release-controlling layer or coating should be applied at as uniform a 
thickness as possible to pro vide optimum control of release rate of the pramipexole, 
|00891 Alternatively or in addition, the sustained-release tablet of the invention 
comprises a nonfunctional coating, A nonfunctional coating can comprise a polymer 
component; for example HPMC, optionally with other ingredients, for example one or 
more plasticizers, colorants, etc.. The term '*nonfhnctional w in the present contest means 
having substantially no effect on release properties of the tablet, and should not be read to 
imply that fee coating serves no useful purpose. For example, such a coating can impart a 
distinctive appearance to the tablet, provide protection against attrition during packaging 
and transportation, improve ease of swallowing, and/or have other benefits, A 
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ttonftmctioiial coating should, be applied in an amount sufficient to provide complete 
coverage of the tablet. Typically an amount of about 1% to about 10%, more typically an 
amount of about 2.5% to about 5%, by weight of the tablet as a whole, will be found 
suitable. 

|0O9O1 Uncoated tablets and cores of coated tablets of the present embodiment can 
optionally contain one or more pharmaceutically acceptable excipients in addition to the 
starch and hydrophilie polymer components described above. Such excipients include 
without Hniitation glidants and lubricants. Other conventional excipients known in the art 
can also be included. 

[0091 1 A glidant can be used to impro ve powder flow properties prior to and during 
tableimg and to reduce caking. Suitable glidants include colloidal silicon dioxide, 
magnesium trisilieate, powdered cellulose, starch, talc, tribasic calcmm phosphate and the 
like. In one embodiment, colloidal silicon dioxide is included as a glidant in an amount 
up to about 2%, preferably about 0.2% to about 0.6%, by weight of the tablet. 
[0092] A lubricant can be used to enhance release of a tablet from apparatus on which 
it is formed, for example by pre venting adherence to the face of an upper punch 
( 4< pickmg") or lower punch ("sticking 5 *). Suitable lubricants include magnesium stearate, 
calcium stearate, canola oil. glyceryl paimitostearate, hydrogenated vegetable oil, 
magnesium oxide, mineral oil poloxamer, polyethylene glycol, polyvinyl alcohol, sodium 
benzoate, sodium lauryl sulfate, sodium siearyl foroarate, stearic acid, talc, hydrogenated 
vegetable oil, zinc stearate and the like. In one embodiment, magnesium stearate is 
included as a lubricant in an amount of about 0.1% to about 1,5 %, preferably about 0,3% 
to about 1%, by weight of the tablet. 

[0093] Tablets can be of any suitable size and. shape, for example round, oval, 
polygonal or pillow-shaped, and optionally bear nonfunctional surface markings. 
Especially in the case of coated tablets they are preferably designed to be swallo wed 
whole and are therefore typically not provided with a breaking score, Dosage unit 
compositions of the invention can be packaged in a container, accompanied by a package 
insert providing pertinent information such as, for example, dosage and administration 
information, contraindications, precautions, drug interactions and adverse reactions. 
10094] There is also provided a method of treatment of a subject having a condition or 
disorder for which a dopamine Th receptor agonist is indicated, the method comprising 
orally administering to the subject, not more than once daily, an orally deliverable 
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pharmaceutical composition comprising a therapeutically effective amount of 
pramipexole or a pharraaeeutically acceptable salt thereof and at least one 
pharmaceuiieally acceptable excipieat, said composition exhibiting at least one of: 

(a) an in vitro release profile wherein no more than about 20% of the pramipexole 
is dissolved within 2 hours after placement of the composition in a standard 
dissolution test as defined herein; and 

(b) aa in vivo pramipexole absorption profile following single dose administration 
to healthy adult humans wherein the time to reach a mean of 20% absorption 
is greater than about 2 hours and/or the time to reach a mean of 40% 
absorption is greater than about 4 hours. 

[0095] The method is particularly useful where the condition or disorder is 
Parkinson's disease or a complication associated therewith, 

[0096] Suitable daily dosage amounts of pramipexole include 0.375, 0.5, 0.75, 1 .0, 
1 .5, 3.0 and 4.5 mg, expressed as pramipexole dihydrochloride monohydrate. 

EXAMPLES 

Example 1 

£0097} Pramipexole dihydrochloride sustained-release tablets were prepared having 
the compositions shown in Table 1. 



Table 1. Composition of pramipexole dihydrochloride tablets of Example 1 



Ingredient 


Amount (mg) 


pramipexole dihydrochloride 
monohydrate 


0.375 


0.75 


1.5 


3.0 


4.5 


0.375 


0,375 


4.5 


HPMC type 2208, 4000 mPa s 


140.0 


140.0 


140.0 


.140.0 


140.0 


70.0 


157.5 


157.5 


pregelatinized starch 


206.5 


206.1 


205.4 


203.9 


202.4 


103.5 


189.0 


184.9 


colloidal silicon dioxide 


1.4 


1.4 


1.4 


1.4 


1.4 


1.4 


1,4 


1.4 


magnesium stearate 


1.75 


1.75 


1.75 


175 


1.75 


1.75 


1.75 


1.75 


total 


350 


350 


350 


350 


350 


175 


350 


350 



{0098] All ingredients except the lubricant (magnesium stearate) were screened to 
remove lumps and were blended thoroughly in a low-shear mixer operating at 24 rpm for 
1 0-30 minutes. The lubricant was then screened into the mixer and the materials were 
blended for a former 2 5 minutes. The resulting lubricated mixture was compressed into 
350 mg pillow-shaped tablets using a Kilian S100 tabteting machine. 

Exam ple 2 

[00991 Coated sustained-release tablets of pramipexole dihydrochloride were 
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prepared having lbs composition shown in Table 2, 



Table 2, Composition of coated tablets of Example 2 



Ingredient 


Amount (rag) 


pramtpexole dihydro chloride monohydrate 


0.375 


HPMC type 2208, 4000 mPa s 


140.0 


pregektmized starch 


206.5 


colloidal silicon dioxide 


L4 


magnesium stearate 


1.75 


total core 


350 


ethyleellulose-based coating material (Suretease®) 


7.88 


HPMC-based coating material (Opadry®) 


2,63 


total coating 


10.5 



fOIOOj Tablet cores were prepared exactly as in Example 1 . A coating solution was 
prepared as follows, Opadry® HPMC-based material in an amount of 6,004 g was added 
to 106.682 g water and mixed for 45 minutes to provide an HPMC mixture. Next, 72.045 
g Suretease® ethykellulose-based material was added to the HPMC mixture and raked 
fbr an additional 30 minutes to provide a coating solution. 

[0101J The coating solution was applied to the tablet cores in. an amount providing a 
3% weight gain. The resulting coated tablets were cured using a 12 inch, (about 30 em) 
Vector LCDS or 24 inch (about 60 ran) Thomas Aoceia-Coata coating pan for about 15 
minutes at a bed temperature of at least about 70"C, After curing, temperature was 
ramped down over a period of about 8 minutes to an exhaust temperature of about 45°C, 

Example 3 

[0102] Coated sustained-release tablets of pramipexole dihydrochloride were 
prepared having the composition shown in Table 3. 



Table 3. Composition et' coated tablets of Example 3 



Ingredient 


Amount (nig) 


pramipexole dihydrochloride monohydrate 


0.375 


HPMC type 2208, 4000 rnPa s 


140.0 


pregelatmized starch 


206,5 


collo idal silicon dioxide 


1.4 


magnesium stearate 


1.75 


total core 


350 


ethylcellulose-based coating material (Surelease®) 


8.4 


HPMC-based coating material (Opadry®) 


2.1 


total coating 


10.5 
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{0103] Tablet cores were prepared exactly as in Example 1 . A coating solalion was 
prepared as follows, Qpadry® HPMC-based material hi an amount of 4.801 g was added 
to 103,041 g water and mixed for 45 minutes to provide an HPMC mixture. Next. 76.8 19 
g Surelease® ethyieellulose-based material was added to the HPMC mixture and mixed 
for an additional 30 minutes to provide a coating solution. 

[01 04] Coating to a 3% weight gain and caring of the coated tablets were performed 
exactly as in Example 2, 

Example 4 

[01 051 Coated sustained-release tablets of pramipexole ^hydrochloride were 
prepared having the composition shown in Table 4. 



Tabic 4, Composition of coated tablets of Example 4 



Ingredient 


Amount (mg) 


praroipexoie dihydrochloride monohydrate 


0.375 


HPMC type 220S, 4000 mPa s 


140.0 


pregektinized starch 


206.5 


colloidal silicon dioxide 


1.4 


magnesium stearate 


1,75 


total core 


350 


ethyieellulose-based coating material (Surelease®) 


13.13 


HPMC-based coating material (Opadry®) 


4.38 


total coating 


17,5 



[0106] Tablet cores were prepared exactly as in Example 1 , A coating solution was 
prepared as follows. Opadry® HPMC-based material in an amount of 1 0.003 g was 
added to 177.737 g water and mixed for 45 minutes to provide an HPMC mixture. Next, 
120.03 g Surelease® ethyieellulose-based material was added to the HPMC mixture and 
mixed for an additional 30 minutes to provide a coating solution. 
{0107} Coating to a 3% weight gain and curing of the coated tablets were performed 
exactly as in Example 2. After this first curing step, coating was repeated to provide a 
total tablet weight gain of about 5%, followed by curing for about 15 minutes at a bed 
temperature of at least about 70°C. After curing, temperature was ramped down over a 
period of about 8 minutes to an exhaust temperature of about 45°C, 

Exarnpieg 

[0108] Coated sustained-release tablets of pramipexole dihydrocliloride were 
prepared having the composition shown in Table 5. 
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Table 5. Composition of coated tablets of Example 5 



Ingredient 


Amount (ut};) 


pramipexole dlrrydro chloride monohydrate 


0,3 /5 


HPMC type 220b, 4000 fflra s 


14D.0 


pi fc^uid-tiU-lZvU. ol.ti.-E wit 




colloidal silicon dioxide 


1.4 


magnesium stearate 


1.75 


total core 


350 


eraylceUulose-hased coating material (Sursleased)) 


14.0 


.HPMC-based coating material (Opadry®) 


3.5 


total coating 


17.5 



{0109| Tablet cores were prepared exactly as in Example 1 . A coating solution was 
prepared as follows, Opadry® HPMC-based material in an amount of 8,002 g was added 
to 171.735 g water and mixed for 45 minutes to provide an HPMC mixture. Next, 
128.032 g Surelease® ethylcellulose-based material was added to the HPMC mixture and 
mixed tor an additional 30 minutes to provide a coating solution. 
[01 1 0] Coating to a 5% total weight gain and curing o f the coated tablets were 
performed exactly as in Example 2. 

Bxampleii 

[01 1 1 j Dissolution profiles of the praraipexole dihyorochloride tablets of each of 
Examples 1, 2 and 5 were evaluated in a standard m vitro USP dissolution assay under the 
following conditions. USP apparatus 1 was used to stir a dissolution medium (900 ml of 
0.05M phosphate buffer at a pH of 6.8) at a spindle rotation speed of 100 rpm and a 
temperature of 37*0. 

|0112] Data are shown in Fi g. 1 . The uneoated tablet of Example 1 and the tablet of 
Example 2 having a 3% coating comprising 25% pore-former exhibited, very similar 
overall dissolution profiles. On close inspection, however, it will be noticed that the 
unseated tablet of Example 1 showed faster initial dissolution, such that at 1 hour and 2 
hour sampling times the percent dissolved, was greater, than in the case of the coated 
tablet of Example 2. For example, at 1 hour, the coated tablet of Example 2 showed only 
11% dissolution, while the uneoated tablet of Example 1 showed 15% dissolution. 
Similarly, at 2 hours, the coated tablet of Example 2 showed no more than 20% 
dissolution, while the uneoated tablet of Example 1 showed 24% dissolution, 
[01 13] Dissolution of the tablet of Example 5 having a 5% coating comprising 20% 
pore-former exhibited a dissolution profile much slower than either the tablet of Example 
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1 or the tablet of Example 2. 
Exam ple 7 

[0114] An in vivo study was conducted ia healthy human volunteers to assess 
bioavailability of pransipexole formulated as Hie sustained-release or extended-release 
(XR) tablets of Examples 1,2 and 5 by comparison with a reference treatment with 
immediate-release (IR) pramipexole dihydrochloride tablets, and to evaluate safety of 
pramipexole when its absorption profile is altered as in these extended-release tablets. 

Method 

[0115] The study followed an open-label, 4-way, randomized crossover design and 
was conducted in healthy male and female subjects ranging from 18 to 55 years of age. 
The subjects received each of the four treatments during the course of the study; which 
was conducted at a single center. A total of 12 subjects were enrolled. The subjects were 
fasted overnight and men given a 0,375 mg oral dose of pramipexole dihydrochloride 
raonohydrate. In the case of the 1R formulation, which was provided as Mhapex® 
tablets, three equally divided doses of 0.125 nig each were given at S~hour intervals, 
beginning in the morning. In the case of the XR. formulations of Examples 1, 2 and 5, a 
single 0.375 nig tablet was given in the morning. Serial, blood samples were taken over a 
48-hour period for PK assessment. Adverse events were recorded during the same 48- 
hour period. 

[0X16] Plasma pramipexole concentrations were quantitated by an HPLC-MS/MS 
method, validated over the assay range 0,05 -15 ng/ml. AH runs met bioanalytieal 
acceptance criteria for calibration standards and quality control Samples were not 
diluted prior to analysis as all sample concentrations were within the limits of 
quantitation. 

[01 1 7] PK parameters for tffanhpexole were estimated by non-eompartmental 
methods, using the nonlinear regression program Kinetica of Innaphase, Individual 
plasma concentration data and the actual time-points of blood sampling from each subject 
were used in the analysis. Plasma concentrations below the lower limit of quantit ation at 
early time-points were set to zero, whereas those hi the terminal phase were excluded 
from the analysis. 

[0118] In vivo pramipexole absorption data were derived by a deoonvolution routine 
employing the Kinetica program. To perform mis analysis, a fit of the pramipexole data 
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from the reference treatment was first made to a one-compartment open PK disposition 

model with first order absorption. Based on this fit, plasma prarnipexole concentrations 

were simulated tor a 0.375 mg intravenous bolus dose of pramipexole. These simulated 

pramipexole concentrations were used in the deconvohition routine. 

10119] In vitro/in vivo correlations for each of the pramipexole XR. formulations wears 

examined by evaluat ing a linear relationship of in vivo absorption as a function of in vitro 

dissolution, 

[0120J 'Prediction of mean steady-state concentrations arising from repeated daily 
dosing was performed by interpolation of hourly concentrations from individual subjects' 
observed concentration/time data and then by the principle of superposition, estimating 
the concentrations during the 6th day of dosing. Estimates of half-life obtained from this 
study, which were consistent with values reported previously, indicate that steady state 
would he achieved by the 4th day. The steady-state parameters Tea, 
Q wg (calculated as AUOkm/t) and FR (fluctuation ratio, calculated as (CW-Cad0^C«f|) 
were also estimated during this exercise. 

101211 Of the 12 subjects enrolled, 10 completed the study. Two subjects were 
dropped prior to receiving the reference treatment, therefore their data were not included 
in the PK analysis. 

[0122] Mean plasma pramipexole concentrations over the 48-hour assessment period 
are shown in Fig. 2. PK estimates derived from the individual subject data are provided 
in Table 6. 



Table 6. PK parameters (mean ± standard deviation) 



Parameter 


IR tablet 

(Mirapex®) 


XR tablets 


Example 1 


Example 2 


Example 5 


AUCs-^ (ng,.h''ml) 


9.93 ± 3.05 


9.05 ± 3.24 


9.66 ±2.91 


8.91 ±4.15 


AUCo-48 (ng.hmi) 


8.60 ±2.63 


7.76 ±2.83 


7.60 ± 2.00 


7.07 ±2.77 


Q«wx (ng/ml) 


0,433 ± 0.083 * 


0.332 ±0.076 


0.282 ± 0.069 


0.242 ± 0.062 


T„«(h) 


15.9 ±3.4* 


6.2 ±2.0 


12.0 ±5,3 


15.6 ± 6.2 


Ti/> (h) 


9.1 ±2.6 


11.4 ±4.1 


11.9 ±2.8 


12.1 ± 6.0 


* reached after thirc 


1 0.125 mg tablet 



[0123 J Mean cumulative absorption data (up to 24 hours) for the XR tablets are 
shown in Table 7, together with corresponding in vitro dissolution data from Example 6. 
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Table 7, In vitro dissolution and in vivo absorption data for XR tablets 



Time 
(h) 


Example 1 


Example 2- 


Example 5 


/» OlSS. 




/« ClisSt. 




/a lUSis, 




\f ii via if j 


? c/i MX// 






{in yii-?(s/ 




0 


fi 


u.u 


A 
U 






n o 


j 


15 


10.6 


11 


3.3 


2 


0.0 


2 


24 


21.1 


20 


13.2 


7 


0.5 


4 


36 


43.2 


34 


30.0 


20 


15.0 


6 


47 


52,3 


46 


39.4 


31 


23.9 


8 


55 


57.8 


55 


45.6 


41 


29.6 


12 


69 


68.6 


70 


57.1 


56 


41,6 


16 


79 


75.5 


80 


67.4 


69 


51.1 


24 


90 


83.6 


92 


83.2 


85 


64,8 



f 0124] /« vitro/in vivo correlation plots derived from the data of Table 7 are shown in 
Figs, 3-5 for the XR tablets of Examples 1, 2 and 5 respectively. 
10125] Estimated PK parameters calculated to predicted steady-state 
concentrations are given in Table 8. 



Table 8. Estimated steady-state PK parameters (mean ± standard deviation) 



Parameter 


IR tablet 

(Mirapex®) 


XR tablets 


Example 1 


Example 2 


Example 5 


IWx (h) 




5.4 ±1,9 


5.6 ±1.3 


8.0 ±2.8 


(ng/ml) 


0.53 ±0.13 


0.49 ±0,15 


0.48 ±0.14 


0.41 ±0.14 


Cauu(ng/ml) 


0.29 ±0.14 


0.22 ±0.12 


0.27 ±0.11 


0.25 ±0.15 




0.40 ±0.13 


0.36 ±0.1 4 


0.38 ±0.12 


0.34 ±0.15 


AUCo-r (ng.h/mV) 


9.63 ±3.12 


8.66 ±3.29 


9.00 ± 2.92 


8.06 ±3.52 


FR 


0.66 ± 0.22 


0.87 ±0.31 


0.63 ±0.18 


0.62 ±0.45 



|0126] The subjects dropped from the study experienced a non-serious adverse event, 
orthostatic hypotension. Both subjects were receiving treatment with the XR tablet of 
Example 1 when this adverse event occurred, 

{0127) No serious adverse events were reported, in the study. The most frequently 
reported event was orthostatic hypotension, all but two of which were considered 
transient in nature. The numbers of individual non-serious adverse events reported for 
each treatment are given in. Table 9. 
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Table 9. Numbers of non-serious adverse events reported 





IR tablet 


XR tablets 




(Mirapex®) 


Example 1 


Example 2 


Example 5 


No. of subjects 


10 


12 


11 


10 


Ail events 


9 


17 


8 


5 


Orthostatic hypotension 


1 


5 


2 


1 



Discussion 

[01 28] The mean plasma praraipexole concentration profile shown in Fig. 2 clearly 
shows the tablets of Examples 1, 2 and 5 effectively extended the release of prarnipexole 
relative to the IR tablet. The XR tablets of Examples I and 2 exhibit a delay of 
approximately 1 hour in onset of absorption, whereas quantifiable levels of prarnipexole 
were not observed until about 3 hours after administration of the XR tablet of Example 5. 
{0129J The deri ved Piv parameters given in Table 6, in particular the Ca»* and T m »x 
data, indicate that of the XR tablets, the tablet of Example I exhibited the fastest and the 
tablet of Example 5 the slowest absorption, the tablet of Example 2 being intermediate in 
this regard. 

|0130| The relatively high incidence of non-serious adverse events associated with 
the tablet of Example 1 suggests that the relatively rapid release of prarnipexole from this 
formulation., leading to a relatively high CW, is detrimental to the safety profile of such a 
formulation. On the other hand, the tablets of Examples 2 and 5 exhibit a safety profile 
that is at least as favorable as the IR tablet administered three times daily. As shown in 
Table 8, the predicted fluctuation ratio was also greatest for the tablet of Example 1 , 
[0131] As shown in Figs. 3-5, a strong in vitro/in vivo correlation was established 
within each formulation. Surprisingly, however, the in vitro dissolution data did not 
clearly distinguish the uncoat ed tablet of Example 1 from the coated tablet of Example 2, 
except, as pointed out above, at the earliest sampling times. 
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WHAT IS CLAIMED IS: 

1. An orally deliverable pharmaceutical composition comprising a therapeutically 
effective amount of pramipexole or aphaxmaceutically acceptable salt thereof and at 
least one pharmaceutieally acceptable excipient, said, composition exhibiting at least 
one of (a) an in vitro release profile wherein on average no more than about 20% of 
the pramipexole is dissolved within 2 hours after placement of the composition in a 
standard dissolution test; and (b) an in vivo pramipexole absorption profile 
following single dose oral administration to healthy adult humans wherein the time 
to reach a mean of 20% absorption is greater than about 2 hours and/or the time to 
reach a mean of 40% absorption is greater than about 4 hours, 

2. The composition of Claim 1 that exhibits an in vitro release profile wherein on 
average no more than about 20% of the pramipexole is dissolved within 2 hours 
after placement of the composition in a standard dissolution test conducted 
according to USP 24 using Apparatus 1 with a spindle rotation speed of 100 rpm 
and a dissolution medium of 0.05M phosphate buffer, pH 6.8, at 37°C, or a test 
substantially equivalent thereto. 

3. The composition of Claim 2 wherein no more than about 1 2% of the pramipexole 
dissolves within 1 hour in said test. 

4. The composition o f either of Claims 2 or 3 wherein time to reach 50% dissolution is 
at least about 4 hours, preferably at least about 6 hours, more preferably at least 
about 8 hours, and most preferably at least about 12 hours. 

5. The composition of Claim 1 that exhibits an in vivo pramipexole absorption profile 
following single dose oral administration to healthy adult humans wherein the time 
to reach a mean of 20% absorption is greater than about 2 hours and/or the time to 
reach a mean of 40% absorption is greater than about 4 hours. 

6 . The composition o f Claim 5 wherein the time to reach a mean of 40% absorption is 
at least about 5 hours, preferably at least about 6 hours. 

7. The composition o f any of the preceding claims thai, when, administered once daily, 
exhibits a bioavailability substantially equivalent to an equal daily dose of an 
immediate-release pramipexole dihydrochforidc reference formulation, administered 
three times a day. 
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8. The composition of any of the preceding claims that, following single dose 
administration of 0.375 mg 5 expressed as pramipexole dihydiocMoride monohydrate 
equivalent, exhibits a maxiinnm plasma concentration (Cobs) of pramipexole that is 
not greater than about 0:3 ng/ml, 

9 . The composition of any of the preceding claims that exhibits a time to reach 
maximum plasma concentration Cfasax) of pmmipexole that is at least about 6 hours, 
preferably at least about 8 hours, following administration of the composition. 

1 0. The composition of any of the preceding claims that exhibits a phaxmacokiaetic 
profile consistent with steady-state plasma concentrations having a fluctuation ratio 
that is not substantially greater than that of an equal daily dose of an immediate- 
release pramipexole ^hydrochloride reference formulation, administered three 
times a day. 

1 1. The compo sition of Claim 1 that comprises release-modifying means effective to 
provide said in vitro release profile and/or said in vivo pramipexole absorption 
profile. 

12. The composition of Claim 1 1 wherein said release-modifying means is selected 
from the group consisting of a polymer matrix wherein the pramipexole is 
dispersed; a release-controlling layer or coating; and an osmotic pump, 

13. The composition of any of the preceding claims wherein the pramipexole is in a 
form of a pharmacexitically acceptable salt thereof having moderate to high 
solubility in water, 

14. The composition of Claim 13 wherein said salt is pramipexole dihydrochloride. 

1 5 . The composition of any of the preceding claims that is in the form of discrete 
dosage units. 

16. The composition of Claim 15 wherein the amount of pramipexole in each dosage 
unit is sufficient to provide a daily dose in one to a small plurality of dosage units 
administered at one time, 

17. The composition of Claim 1.6 wherein a full daily dose is contained in a single 
dosage unit. 

1 8. The composition of Claim 1 6 that comprises about 0, 1 to about 10 rag, preferably 
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about 0,2 to about 6 mg, and more preferably about 0.3 to about 5 nig ( pramipexole, 
expressed as pramipexole dlhydrochloride monohydrate equivalent, per dosage unit. 

19, A method of treatment of a subject having a condition or disorder for which a 
dopamine receptor agonist is indicated, the method comprising orally administermg 
to the subject, riot more than once dairy, the composition of any of the preceding 
claims. 

20. The method of Claim 19 wherein the condition or disorder is Parkinson's disease or 
a complication associated therewith. 
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Fig. 2 



WO 2004/010999 



PCT7US2003/023522 



SHEET 2 OF 2 



100 -i 




0 10 20 30 40 SO 60 70 SO 90 100 



% absorbed m vivo 

Fig. 4 



100 -i 

© 

I 80 " 




0 10 20 30 40 50 60 70 80 90 100 



% absorbed in vivo 

Fig, 5 



INTERNATIONAL SEARCH REPORT 



PCT/US 03/23522 



A, CLASSiRCATION OF SUBJECT MATTER „ J , „„„ 

IPC 7 A61K31/42S A61K9/20 A61K9/2S 



^eertSng to WtefrssBooal Patent Cteasificatort (IPC) or to bath natiortai clas Vifcaiiori and iPC 



S. FIELDS SEARCHED 



Mirsm-.ifii ctociimsEteiion searched (common* ss*t*n k*»»»<i by dwOiiw symbols} 
IPC 7 A61K 



Oecismentatfosi seajchetf other tttasi stotow decumsnttltori to the axtent ihatsueh documents ars included in the f iaicia searched 



EtevSwfiic data bass corautted during Me iaSeroaiiCMil searaii (name ot cats base and, where practical anarch terms 

EP0- Internal, Wl Data, PAJ, MEDLINE, 8I0SIS, CHEN A8S Data 



C. 30CUMEWTB CONStOEBED TO BE RELEVANT 



Category • omea oi document, with indication, where appropriate, of Vie !etei<ant passage* 



US 6 277 875 81 (HOLMAR ANDREW J) 
21 August 2001 (2001-08-21) 
column 7, line 32 -column 8, line 57 
column 11, line 20 - line 46 

US 4 731 374 A (K08INGER WALTER ET AL) 
15 March 1988 (1988-03-15) 
column 7, line 16 -column 9, line 46 
examples I,V 

'AO 01 22820 A (GEN HOSPITAL CORP 
;RQSENBAUM JERROLD (US)) 
5 April 2001 (2001-04-05) 
page 7, line 4 - line 13 

-/-- 



Ftetev-aniiodaliY) No. 



1-20 



1-20 



1-20 



"jfl Rathst documents are tisiatt in she fioniftwaSon of box C. 



Paw til SamBy mstubsts arts IteiecJ in artriet 



• SpeeMf K3iego(5es ot cited ifosurrtants : 

"A" document clefinsnj) the eenstiji sta.it; of the art which te not 
oifisictoed to be of oartfcalar reSsvance 
esr tier document, tot pusiisrsed on of after ths ititetftationut 
Stna date 

V rtoeurawrtvuf** travftNvt doabts on priority dairies) of 
Which is sitae establish itns publicstkw date «f another 
eiistfoa cf otter spseiai feasoa (as specified) 

*0* document referring to art erai dSseSosufs, use. exhibition or 
other mearrs 

"P dtx^rr««tpuHist!edpr»rtotfisirjternaticrB! filing date tisit 
later than the priority date tfaiirtad 



(tiler document psjoSsiisd aBar the iiaamaBeoa! filing date 
or -jrloritv date and wtin eonHta wSis me appteiSwttait 
otter! to iBittsrsisitii «w firirisipls or theory uftfierVina the 
invention 

doramwrf) nt particular raisvattce; Sw afeiinsci irwention 
eartrioi be considers d covel or cannot be cocseertio to 
irwoiva art invantivs step vrftan ifte tiswnmaiit is taken asnnft 

doeamsnt of patiictitat rstevarroe; tSw cteirrssfi invention 
eatirtfit be considered to involve an invantsva step whan tire 
document is eort*hwiwlt& w» or mow otfwr *a**su- 
n»r*s, such eombfcstfcn being obvious to a person Si-filed 
fftitwafi. 

deasisertt imsntar ttm same patent tomHy 



Oafe of tM acted cotrspisBon «f the intern sSSanal search 



19 November 2003 



Stae anci reailipij aOBfess: of tm iSA 

Suropeart Patent Offices. P.B, 6618 Patsniiasn 2 
ML - '£•«!) HV HiiSSyijK 
Tel (+S!i-7£» 3*i>--£040, T?:. 81 6St epo ni, 
"ax: (+31-76) S40-3SJ16 



Date uf msiiiag os itw mmdkms 



02/12/2003 



Authoriisd officw 



fiietensz Kiralles, J 



INTERNATIONAL SEARCH REPORT 



Calagoty « Gtrastat ttnammt, vWh tisciicaSaskwtieie ajifiraptiate. of the rofeysr-tpassagss 




PCT/US 03/23522 



CfConMiiuatfon) DOCUMENTS CCNSiDgRED TO EE BELEVAlff 



i P is avant to ctefai No. 



WO 99 16442 A C«JU TZU CHI ROBERT ; UPJOHN 
CO (US)) S April 1999 (1999-04-08) 
line 13 

- line 36 
line 11 

- line 29 



page 2, line 4 - 
page 2, line 32 
page 3, line 1 - 
page 3, line 20 
examples 9-11 



HO 00 59477 A EUGENE MARIE JGZEF 

;JANSSOI PHARMACEUTIC A NV (BE); 
VANDECRUYS) 12 October 2000 (2000-10-12) 
page 1, line 4 - line 12 



page 8. line 9 
page 10, line 26 
page 20, 1 i: tie 21 
examples 



-page 13, line 3 
-page 24, line 19 



W0 97 04752 A (DURAHED PHARMACEUTICALS 
INC) 13 February 1997 (1997-02-13) 

page 13, line 36 -page 14, line 8 

page 15, line 1 -page 16, line 7 

page 16, line 34 -page 17, line 29 

page 19, line 1 - line 15 
example 1 



1-20 



1-20 



1-20 



WO 99 09066 A (CARRIERS FRANCOIS 
YVES (CA); ROUGIER INC (CA» 
25 February 1999 (1999-02-25) 
page 11, line 5 - line 18 
page 13, line 26 - line 32 
examples 2S f 4B,68,8B 

US 2002/015735 Al (NADKARftl SREEKAWT ET 
AL) 7 February 2002 (2002-02-07) 

paragraph '0332! - paragraph '0349? 

paragraph '0356! - paragraph '0359! 

claim 33; examples 

US 6 056 977 A (BHA6WAT DILEEP ET AL) 

2 Hay 2000 (2000-05-02) 

colism 11. line 62 -column 12, line 48 



1-20 



1-20 



US 5 472 712 A (CHASIN MARK ET AL) 
5 December 1995 (1995-12-05) 
column 31, Tine 56 -column 32, line 9; 
examples 13,14 
examples 22-29 

U0 99 45924 A (ROUSSEAU LAURENCE 
; SHITNKLINE 8EECHAM PLC (SB); SMTHKLINE 
BEECHAS) 16 September 1999 {1999-09-16) 
examples 3-5 

-/- 



1-20 



1-20 



1-20 



INTERNATIONAL SEARCH REPORT 



ii ' M i^fr . , i iii 

PCT/US 03/23522 



C.(C6nWm!fltianj DOCUMENTS CONSJBEREO TO BE 8ELEVAKT 



Citation efSoCiimeas. 



Bsiev'anito eiata No. 



EP 0 933 079 A (CERESTAR HOLDING BV) 
4 August 1999 11999-08-04) 
cited in the application 
examples 



1-20 



Farm KJTftSAfiflo JctxiiAivissiif: 9! ««SKitfss»> (o«y 13S»S) 



INTERNATIONAL SEARCH REPORT 



PCT/US OS/23522 



Box I Observations where certain claims were found unsearchable {Cental ttatiort of itetr 


i of first sheet) 


This international Sear* Report has mi bean established in respect of certain ciaims under Micte l7{S)(a) 


tor the following reasons-. 


r™~i 

1. X Claims Nos,: 19 20 

* — » beoauae liiey relate to street matter noi required to to searched by mis Authority, ratmay: 




see FURTHER INFORMATION sheet PCT/ISA/210 




2 . [Ijcf^te,: 1-20 partially 

• — because ttov relate to oarts of the International Application mat do not comply with the presumed » 
an extent that no mearffiQfui international Search can be earnest out, specifically. 


esuirsfiiefitstosijcfi 


see FURTHER INFORMATION sheet PCT/ISA/210 




S. 1 1 Claims Nffis.: , , 

• — because they are dependent claims and are not drafted in accordance with the second and third ss 


ntences of fiirle 6.4{a). 


Box « Observations where unity of invention is Sacking (Continuation of item 2 of first sheet) 


This International Searching Authority found multiple inventions in this international application, ss follows: 




1 , | j As aff required additional search tees were ifmefy paid by ttie applicant, this Internationa: Seatdi P 
L — J searchable claims. 


epor I covers ai! 


2. | i Asall searchable claims could be searched without eftet justifying an additional tee, this Authority 
1 — of any additions! fee. 


did not invite payment 


3. I I As cniv some of the required additional search fees were timely pad by the applicant, this internal 
I — 1 ooveraoniy tiros© cloims for which fees were paid, specifically claims 


ooai Search Report 


4 I ] Nc required additions! search fees were timely paid by the applicant. Consequent!;/, this fnfemsfio 
1 — 1 restricted to the invention first mentioned in the claims; it is covered by claims **».-. 


nai Search Report is 


Rem ark on Protest The adsitiena! search fees users accompanist 


s by the applicant's protest. 


j~~J| No protest accompanied the payment of add? 


iona! search fees. 



Form PCT/!8A,'2tO (continuation of first shest (1)) (July 1996} 



imemaikmai Application tto. PGTAJS 03 £3522 



FURTHER INFORMATION CONTINUED FROM PCTflSA/ 2X0 



Continuation of Box I.I 

Although claims 19 and 20 are directed to a method of treatment of the 
human/an final body, the search has been carried out and based on the 
alleged effects of the compound/composition. 



Continuation of Box 1.1 
Claims Nos,; 19,20 

Rule 39.1(iv) PCT - Method for treatment of the human or animal body by 
therapy 



Continuation of Box 1.2 
Claims Mos.: 1-20 partially 



Present claims 1-20 relate to a sustained-release formulation of 
praaipexole defined by reference to desirable characteristics or 
properties thereof expressed in terms of parameters, namely: 1} a 
particular in vitro release profile; and/or ii) a particular in vivo 
absorption profile. The claims cover all formulations exhibiting these 
characteristics or properties, whereas the application provides support 
within the meaning of Article 6 PCT and/or disclosure within the meaning 
of Article 5 PCT for only a very limited number of such pharmaceutical 
compositions. In the present case, the area covered by the claims is 
broader than justified by the extent of the disclosure. As a consequence, 
the claims so lack support, and the application so lacks disclosure, that 
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In particular, the use of the parameter "in vitro release profile" (claim 
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subject-matter for which protection is sought is defined in terms of 
comparison versus a "reference formulation" of unknown characteristics. 
The lack of clarity is such as to render a meaningful complete search 
impossible. 

Moreover, independent of the above reasoning, the claims also attempt to 
define the pharmaceutical formulation by reference to a result to be 
achieved (a particular release profile and/or a particular absorption 
profile), this leading to lack of clarity of the claims. Again, this lack 
of clarity in the present case Is such as to render a meaningful search 
over the whole of the claimed scope impossible. 

Consequently, the search has been restricted to those parts of the claims 
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